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DETAILED ACTION 

Election/Restrictions 

Applicant's election without traverse of Group I (claims 1-22), phenylbutyric acid 
and retinol in the reply filed on March 4, 2009 is acknowledged. 

Claims 23 and 24 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 1-3 and 11-13 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Gudas et al (WO 02/060430 A1 , listed on IDS filed September 20, 2006). 

Claims 1-3 and 11-13 are drawn to a composition comprising an HDAC inhibitor 
and a retinoid. 

Gudas et al (WO 02/060430 A1 , listed on IDS filed September 20, 2006) teaches 
a composition comprising a solution of the retinoid, retinoic acid, the HDAC inhibitor, 
sodium phenylbutyrate, and ethanol p. 8, line 17 through p. line 13 and Figure 1). The 
sodium ion would necessarily dissociate from the phenylbutyric acid in solution, leaving 
the free acid as the active agent. Additionally, with regard to the intended use limitations 
of claims 11-13, a recitation of the intended use of the claimed invention must result in a 
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structural difference between the claimed invention and the prior art in order to 
patentably distinguish the claimed invention from the prior art. If the prior art structure is 
capable of performing the intended use, then it meets the claim. In the instant case the 
instantly claimed composition is structurally indistinct from the composition of Gudas et 
al. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-4 and 6-13 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gudas et al (WO 02/060430 A1 , listed on IDS filed September 20, 2006). 

Claims 1-4 and 6-13 are drawn to a composition comprising phenylbutyric acid 
and retinol. 
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Gudas et al (WO 02/060430 A1) teaches a composition comprising sodium 
phenylbutyrate, retinol and a pharmaceutically acceptable carrier (p. 4, line 29, p. 5, 
lines 2 and 18-29). Gudas et al does not explicitly teach the use of the free acid form 
(i.e. phenylbutyric acid); however it would have been obvious to one of ordinary skill in 
the art to use the free acid form or the salt, since both forms would have been 
reasonably expected to have the same or substantially similar therapeutic benefit and 
additionally sodium phenyl butyrate is administering in solution, as prepared at pages 9- 
10, where the sodium ion would necessarily dissociate, leaving the free acid as the 
active agent. Gudas et al does not explicitly teach the concentrations and ratios 
specified in claims 6-10; however Gudas et al does teach that dosages of the 
compounds vary based on several factors including the age, weight, condition of 
patient, etc. (p. 15, lines 15-23). It is obvious from the above teachings that Gudas et al 
expressly contemplates variation in the dosage amounts of the active agents and 
specifically acknowledges that such a matter was well within the skill of the artisan at 
the time of the invention and would not have required undue experimentation or have 
been outside the realm of knowledge generally available to the skilled artisan. Factors 
that would have been taken into consideration when making such a determination would 
have included, but not have been limited to, the age, weight, sex, diet and medical 
condition of the patient, severity of the disease, route of administration, pharmacological 
considerations, e.g., activity, efficacy, pharmacokinetics and toxicology profiles of the 
particular compound employed, whether a drug delivery system is utilized and whether 
the compound is administered as part of a drug combination. Thus, the concentrations 
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and ratios of composition components that would have actually been employed would 
have been expected to vary widely and, in the absence of evidence to the contrary, 
would not have been inconsistent with that which is presently claimed. Additionally, with 
regard to the intended use limitations of claims 11-13, a recitation of the intended use of 
the claimed invention must result in a structural difference between the claimed 
invention and the prior art in order to patentably distinguish the claimed invention from 
the prior art. If the prior art structure is capable of performing the intended use, then it 
meets the claim. In the instant case the instantly claimed composition is structurally 
indistinct from the composition of Gudas et al. 

Claims 5 and 14-22 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gudas et al (WO 02/060430 A1 , listed on IDS filed September 20, 2006) in view of 
Collier et al (WO 01/10427 A2). 

Gudas et al (WO 02/060430 A1) teaches the aforementioned composition, useful 
in the treatment of skin cancer and further teaches that said composition can be 
administered by any medically acceptable route (p. 6, lines 24 and 25). Gudas et al 
does not explicitly teach the composition as a topical composition. 

Collier et al teaches that topical formulations are useful in the treatment of skin 
cancer (p. 4, lines 10-25). 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time of the instantly claimed invention to formulate the composition of Gudas et al as a 
topical formulation, since Gudas et al teaches that the composition is useful in the 
treatment of skin cancer and can be administered by any medically acceptable route 
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and Collier et al teaches that topical formulations are useful in the treatment of skin 
cancer, thus resulting in the instantly claimed composition with a reasonable 
expectation of success. Gudas et al does not explicitly teach the use of the free acid 
form (i.e. phenylbutyric acid); however it would have been obvious to one of ordinary 
skill in the art to use the free acid form or the salt, since both forms would have been 
reasonably expected to have the same or substantially similar therapeutic benefit and 
additionally sodium phenyl butyrate is administering in solution, as prepared at pages 9- 
10, where the sodium ion would necessarily dissociate, leaving the free acid as the 
active agent. Gudas et al does not explicitly teach the concentrations and ratios 
specified in claims 17-21 ; however Gudas et al does teach that dosages of the 
compounds vary based on several factors including the age, weight, condition of 
patient, etc. (p. 15, lines 15-23). It is obvious from the above teachings that Gudas et al 
expressly contemplates variation in the dosage amounts of the active agents and 
specifically acknowledges that such a matter was well within the skill of the artisan at 
the time of the invention and would not have required undue experimentation or have 
been outside the realm of knowledge generally available to the skilled artisan. Factors 
that would have been taken into consideration when making such a determination would 
have included, but not have been limited to, the age, weight, sex, diet and medical 
condition of the patient, severity of the disease, route of administration, pharmacological 
considerations, e.g., activity, efficacy, pharmacokinetics and toxicology profiles of the 
particular compound employed, whether a drug delivery system is utilized and whether 
the compound is administered as part of a drug combination. Thus, the concentrations 
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and ratios of composition components that would have actually been employed would 
have been expected to vary widely and, in the absence of evidence to the contrary, 
would not have been inconsistent with that which is presently claimed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CHRISTOPHER R. STONE whose telephone number is 
(571)270-3494. The examiner can normally be reached on Monday-Thursday, 7:30am- 
4:00pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin H. Marschel can be reached on (571) 272-0718. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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